Abstract. Calcium has been proposed as a mediator of nerve fiber degeneration following traumatic injury of the spinal cord. It induces a spongy, necrotizing myelopathy similar in its evolution to that observed in experimental spinal cord trauma. The current study was undertaken to determine the ultrastructural changes in the central nervous system (CNS) nerve fibers associated with calcium-induced myelopathy. A 10% calcium chloride (CaCI 2 ) solution (pH 7.4) was slowly dripped on the dorsal surface of the surgically exposed lower thoracolumbar spinal cord of adult male Sprague-Dawley rats. The posterior and lateral columns of the spinal cords were fixed and processed for electron microscopy. Controls consisted of tissue from normal and sham-operated animals, as well as those receiving equal volumes and osmolarities of sodium chloride (NaCl), magnesium chloride (MgCI 2 ) , and potassium chloride (KCl) at the same pH. In the CaCl 2 treated animals, spongiosis of increasing severity developed in white matter, as the result of periaxonal, adaxonal and intramyelinic swelling. Vesicular demyelination was consistently observed, beginning within one hour (h) and progressing with increasing severity up to 24-72 h. Axonal changes included pleomorphic spheroids, granular degeneration and intra-axonal calcification. The ultrastructural changes in the nerve fibers provoked by calcium were indistinguishable from those previously reported in experimental spinal cord trauma. These observations strengthen the hypothesis that calcium initiates the nerve fiber degeneration following spinal cord injury.
INTRODUCTION
Calcium increases in the experimentally traumatized region of the rat spinal cord (1, 2) in a time sequence consistent with its mediation of much of the cell injury and necrosis that ensues (3, 4). It has been proposed that an intracellular calcium influx into the injured tissue activates neutral proteases and phospholipases, resulting in the characteristic nerve fiber changes that occur in the traumatized spinal cord (2,5,6). The calcium hypothesis has recently been strengthened by the observation that hypertonic CaCl 2 applied to the spinal cord of rats provokes a myelopathy (7) similar in its evolution to the myelopathy reported for trauma (4). This study further supports the theory by demonstrating that the nerve fiber changes associated with the calcium-induced myelopathy are ultrastructurally identical to those found in experimental spinal cord trauma.
MATERIALS AND METHODS
The method for inducing the CaCI 2 myelopathy has been described in detail elsewhere (7). It consists of dripping a I ml solution of 10% biological grade CaCI 2 (pH 7.4), slowly over a
